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Introduction 

Juvenile Idiopathic Arthritis (JIA) is accompanied by 
uveitis in approximately 20% of the cases. This is a serious 
complication with risk of impaired vision or even blind- 
ness. Both conditions are considered to be autoimmune 
diseases. Since uveitis is often asymptomatic, frequent 
ophthalmologic checks are needed to diagnose this com- 
plication at an early stage. Identification of risk factors for 
uveitis (besides presence of antinuclear antibodies (ANA)) 
could contribute to understanding of the pathogenesis of 
both diseases, and could be used as prognostic tool in an 
individual patient. 

Objectives 

We investigated whether variations in candidate genes 
involved in autoimmunity are associated with the devel- 
opment of uveitis in JIA patients. 

Methods 

Seventy European Caucasian patients with both JIA (all 
subtypes) and uveitis were included in this study. In 56 
patients ANA were present, 5 patients were ANA negative, 
and in 9 patients ANA testing was inconclusive. Ninety- 
five single nucleotide polymorphisms (snps) on 52 loci 
were genotyped in cases and in 1598 healthy controls. 
Minor allele frequencies of these snps were compared 
between cases and controls. 

Results 

Six of 95 snps were associated with JIA related uveitis 
(p < 0.05), 5 of which are on previously described 
susceptibility loci to JIA in general {IL21, VTCNl, 5qll, 



PTPN22, AFF3). A SNP in the promoter region of ILIB 
(rsl6944), which was not associated to JIA in general 
in previous studies, was associated with susceptibility 
to JIA related uveitis (OR 1.63, 95%>CI 1.15 - 2.31, 
p = 0.006). None of the associations remained significant 
after Bonferroni correction for multiple testing. 

Conclusion 

This study indicates a trend towards association of a 
genetic variant in ILIB with uveitis in JIA patients in 
particular. ILIB, coding for the proinflammatory cytokine 
ILip, lies on chromosome 2ql4, which harbours a cyto- 
kine gene cluster of nine related interleukin 1 family 
genes. Both genes and gene products of this cluster are 
associated with several autoimmune diseases, including 
experimental uveitis. ILl inhibitors are used in the treat- 
ment of rheumatoid arthritis, (systemic) JIA, and some- 
times uveitis. Although this result has to be replicated and 
finemapped in a larger and independent cohort, this study 
supports a role for the ILl family in uveitis. Collection of 
long-term clinical follow-up data is ongoing, in order to 
compare JIA patients with uveitis to patients without 
uveitis to distinguish patients at risk from the others. 
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